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The present inven«on relates to anybodies *E^£%££ZT * ^ 
antibodies to human IL-1 which make it ^J^^SS^ ce.ls and is known to exhibit 
Human .L-1 is produced by as human IL-1's are two kinds which are 

various molecular forms and biological f^,!^ primary structures of these IL-Vs have been 
different in isoelectric point, i.e., IL-1a ana il p. v 

clarified. (Nature, 315. P 641 (1985); J Exp- Mrf. Jg JJ^*, ^ Vs as drugs . Attention has been 
Extensive research has been samples for the research on various 

tri^^-^^- — and for the c,inical dia9nos,s 0 

determined as the biological activity of the tes . sample ^ This m deration t0 some component 

procedure and accuracy and involves the "•"•^^H^ drawback of being unable to 

, immaratlogtally detaining human «.-ta «l I „ h y „ ma „ , L . capable cf nMtang 

antibody has at** reactivity «*h human IL-1. « »*™\ '■ ^ huma „ |U-1« and human IL - 

„ f rsrrdi:^ rs::=ru - - * — * - * 

rtftody pmvides . spec!!* method <*t^V^ , ' to '„S Tc» Itratee the biotogical activity o 
Furthet, t» antibody ol the aMMon » „ *™mta«y latge qeanaty of 

as human IL-1 end which i, ^^<^Z%£ZS*l nephl and like chmnic inltammw 

estate; r^/rrrsSdy - - — - 

40 preventing and curing these diseases. |L _ 1a or human | L - 1 fi as an 

The antibody of the present invention can be prepared by u s i fay immuniang a 

so the amino acid sequence of such human IL- 1 specifically. However, it is desirable to 

jr. sr rr::r iitir - . - - „ p^e - be 

„ intmpetitoneelly giving the Mfgan ™» JJ** J £3** * "Stal i! usable "" 

.mas evety 2 ,. ,4 leys « . - ™ :r u „ e U9 cella ,. be need be spleen cells temeved 
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.h* nMw host cells to be fused with the immune cells are various 
P.asmacytoma cells of mammals as the other host celfe tobe ^ ^ ^ p3 _ 
known cell lines including myeloma cells, such as P3 (P3/X63 Ags) ax . g ^ _ 

U1 [Current Topics in ^^^'^Sm-W 0™ FO [J. Immunol. 
519 (1976)1, MPC-11 [Cell. 8, 405 - 415 (1976)] SP «w • 148 313 _ 

Meth . 35. 1 -21 (1980)]. X63.6.5.3. 1550 ^ ~ 

WOW-^iW"*;^?^^^^ cells is conducted basically by a known 
The fusion between the .mmune ce Is and ' P^^°™ Vo , 73 , p3 (1981)). More specifically. 

method, such as the ^^^^^^^ «" ^ ° f 3 ^ 
the fusion reaction .s conducted, for example .a ^usua ^ of Ja an (HV J). To ach.eve 

promoting agent such as polyethylene glycol (PEG) or he^maggiut ~ ded t0 the medium 

an improved fusion efficiency, auxiliary agents such as d, ^^™ e jn C a usua| ratio . For example. 
v.hen so desired. The immune cells and plas ^asm'cyloma ce.ls. Examples of media 
immune cells are used in about 1 tc -bout O^mes JJ^S^J^ used for proliferating 
useful for the fusion are RPMI - 1640 med urn and MEMwm ^ General(y R js 

plasmacytoma cells, and vanous other med.awh.ch are used tonncu g 

desirable to use such media with the semm supp«g ^"JTrt plasmacytoma cells are 
therefrom. To effect fusion, predeterm.ned **"^J^j£"J^ molecular weight of 
thoroughly mixed together in the med.um, and asdut,on of PEG hav-ng » usua||y at a 

about 1000 to about 6000 is admixed as preheated J f^^*^^**** 

Z^t^^T^"^ 5 - — ~" time - Rep9tition of lhis 

medium (containing hypoxanthine. ammopterm and h l^^tBrnMrntomOngMitm 
conducted for a period of time, usual y ^^^^J^ ^bndoma cells obtained are then 
-rrfi* ConesUcing the desired anybody. 

, detecting antibodies, such as the ELISA T^^^^^SKd a*d radioimmunoassay (R.A) 
method, spot method, agglutination reaction^ method^ "M™" ^ pp 30 _ 53 

("Hybridoma Method and Monoclonal Ant.bod.es. published Dy h & 

March 5. 1982). The immunizing antigen is usable for *° , antibody whicn recognizes human 

cd» W ****"» «» "J^SlZ^^STSti «*»h The M. 

sris«a , ss - — - — • - 

hum, 1-1. Such antibodiee are suitaMe lor ^^"^S^,^ tMng »l»of 
KM,. Such anlibodiee. the en»l>od.es capabteot *^ ^ 

,L- 1 molean. » effective for curing uariouo *^T^^SJ^J> d*™™ a«es 0. M 
„ Th. an*odiee .1 the invention .l*^*^''^ 1 cope^ „ wdino to the human 

technique. . . ido thftQft of the h,™ having high reactivity especially in 

Pha tr 3 rS^ee 0. M Mta, pre-orred eaonrpieo or. eo MM. 
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1) An antibody having a recognition site in the sequence of amino acids Nos.121 to 140 of human IL- 
1/3. 

2) An antibody having a recognition site in the sequence of amino acids Nos.24 to 82 of human IL- 10. 

3) An antibody having a recognition site in the sequence of amino acids Nos.83 to 102 of human IL - 10. 
5 4 An antibody having a recognition site in the sequence of amino acids Nos.145 to 148 of human IL- 10. 

The invention provides a monoclonal antibody which is specific to human IL-1a or human IL-10. The 
use of this antibody provides a method of accurately determining with high sensitivity and high specificity 
human IL-1a or human IL-10 as contained, for example, in clinical samples in a low concentration, by an 
immunoassay. 

w The invention will be described in greater detail with reference to the following examples, which in no 
way limit the invention. 

Example 1 

75 Preparation of antibodies to human IL- 10 

Human IL-10 (10 ug) obtained by gene recombination techniques (Biochemistry, 58, No.8, p.840 
(1986); EPO No.187991) was intraperitoneal^ given to a BALB/C mouse along with complete Freund's 
adjuvant. The interleukin was further given every 3 to 4 weeks twice at the same dose along with an 

20 incomplete adjuvant to immunize the animal. Three to four weeks thereafter, a solution of 30 ug of human 
IL-10 in physiological saline was intravenously given to the animal for final immunization. Three to four 
days thereafter, cell fusion was conducted in the usual manner (see, for example, Method in Enzymology, 
73, p.3 (1981)), using spleen cells collected from the immunized animal and myeloma cells (P3U1, Current 
Topics in Microbiology and Immunology, fH, 1 -7 (1978)) in the ratio of 10:1 and polyethylene glycol 

25 (PEG -4000). 

The desired hybridoma cells were selected on HAT medium. The supernatant was tested by an enzyme 
immunoassay using a 96 - well microplate coated with human IL - 1 0 and peroxidase - labeled goat anti - 
mouse globulin (product of E. Y. Lab.) to detect cells producing the desired antibodies to human IL-10. 

The cells were repeatedly cloned by the limiting dilution method to obtain 7 clones producing the 
30 desired antibodies. 

The characteristics of the antibody obtained from each of the clones were determined by the following 
methods. 

(1) Subclass of antibody 

35 

Determined using a mouse antibody subclass detecting kit (product of Bio - Rad). 

(2) Antibody production level 

40 Expressed in terms of the amount of IgG (ug/ml) in the culture supernatant of hybridoma when the 
highest cell concentration was achieved. 

(3) Potency 

45 Determined by the following procedures. 
RIA: 

According to the lodogen method (B.B.R.C., 80, 849-857 (1978)), 100 ul (about 10000 cpm) of 125 1 - 
50 labeled human IL-10, 100 ul of a dilution of hybridoma culture supernatant and 100 ul of PBS containing 
0.01% NaN 3 , 5mM EDTA and 0.1% BSA were mixed together and reacted at 4*C. To the reaction mixture 
were added 50 ul of normal goat serum serving as a carrier protein and 600 ul solution of 20% PEG in 
PBS, and the mixture was stirred, then allowed to stand in ice bath for 20 minutes and thereafter 
centrifuged. The radioactivity of the sediment was measured by a gamma counter. The dilution ratio of the 
55 culture supernatant resulting in the sedimentation of 15% of 125 1 -labeled IL-10 was determined as RIA 
potency. 
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EIA: 



10 



»5 



Human IL-1/J adjusted to a concentration of 20 ugftnl was placed into the wells of a 96-weH 
microZ ( 00 hm3 and allowed to stand at room temperature for 1 hour. After washing the plate with 
PBS Bs! was applied to the plate for blocking nonspecific adsorption, and the plate was then washed wrth 
lis -tCZ 2 TtSuL of hybridoma culture supernatant was placed into the well (100 ul/well), followed 
k ZTrtZrc to 2 hours and then by washing. Peroxidase - labeled anti- mouse .mmune globul.n 
IduTo Cappe, Lab ,nc XSoSo) was ,L placed into the wells in an amount of 100 ul/we... followed 
S^^iT^o^ as above' After washing the plate, the enzyme activity on the plate 
was^er^ned by colorimetric analysis. The dilution ratio of the culture supernatant resultmg ,n 
OD492 = 10 was determined as EIA potency. 

RIA/lgG and ElA/IgG: 

These are the values obtained by dividing the RIA potency and EIA potency by the antibody production 



level 
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25 



30 



35 



40 



RIA/lgG represents the reactivity of the antibody of the invention (with '»I-U>*d human ML-1» In 
the liquid phase system, while ElA/IgG stands for the reactivity of the present ant.body (wrth human IL 1* 
in the form of a solid phase) in the solid phase system. 

(4) Molecular weight 

The hvbridoma was incubated intraperitoneal in a mouse, and the IgG, fraction collected and purified 
JS'SSrSnB l 9 G purifying kit (MOPS Kit. product of 6,0-Lad) was 

(which was the sum of the molecular weights of the heavy chain and the light cha.n as determined oy 
SDS-PAGE). 

(5) Cross reactivity 

Determined by Western blotting (Proc. Natl. Acad. Sci., U.S.A.. 76, 4350 (1979); Anal. Biochem.. 112 
195 098l7using "human recombinant proteins prepared by genetic-engineering techn.ques. The symbol 
" - " represents absence of cross reactivity. 

(6) Binding constant (kd) 

Determined by Scatchard blot analysis. 

(7) Neutralizing activity 

Determined from LAP activity (J. Immunol.. 116. 1466 (1976)). The mark represents presence of 
neutralizing activity. 
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Table 1 shows the characteristics thus determined. 
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55 (8) Determination of binding site 

The following fragments of human IL-1* were prepared by the method described in EPO No.187991 
for preparing human IL-10. 
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Fragments 

N-10 
N-16 
N-23 
C-82 
C-102 
C-120 
C-140 
C-144 
C-148 
To E 



75 



Polypeptide of human IL-1/3 comprising ammo acids Nos. 1 53 
Polypeptide of human IL-1/S comprising ammo aads Nos.17 53 
Polypeptide of human comprising ammo aads Nos-24-153 
Polypeptide of human IL-1/? comprising ammo acids Nos. -82 
Polypeptide of human IL-1? comprising ammo ac-ds Nos. -102 
Polypeptide of human IL - 1 fi comprising ammo aads Nos. 20 
Polypeptide of human IL-1? comprising amino aads Nos. 40 
Polypeptide of human IL-1* comprising ammo aads Nos. 44 

Po^of hu^ 100 „ of 6.25 mM Tris 

To EL coH cells expressing ^ man ^ L ™ 10 % glycerol and 0.001% BPB) to obtain a solution. wh,ch 
^m n b ifedTlOO - C * 2 mL e to obtain a sample for electrophoresis. The samples thus prepared 

of the invention by westem b,ottin9 - 
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Table 2 below shows the result. 
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Table 2 reveals the following. Antibodies ANOC 201, 206 and 207 each have a recognition site in the 
sequence of amino acids Nos.121 to 140 of human IL-1*. antibodies ANOC 202 and 204 in the sequence 
of amino acids Nos.24 to 82, antibody ANOC 203 in the sequence of amino acids Nos.83 to 102, and 
antibody ANOC 205 in the sequence of amino acids Nos.145 to 148. 
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(9) Steric hindrance test of present antibodies 

Each of the antibodies of the invention was labeled with «l by the lodogen method to obtain a labeled 

s anti E 0 ach of the present antibody was caused to be adsorbed by a polystyrene bead (6.4 mm in diameter) 
bv EZ^Z*** method (Clin. Chem. Acta., 135, 263 (1983)) to obtain an insolubil.zed ant,body. 
V ^^Cilody was reacted with 20 ng tfhuman IL-1* in 0.5 ml of PBS solution con ammg 
1% BSA Td 001% thimerosal at 37'C for 2 hours. The same PBS solution (0.5 ml) as above contammg 
1^100000 cpm of the labeled antibody obtained above was added to the bead which was washed after 

,« the reaction followed by reaction at 37* C for 2 hours with shaking. 

XS^SjSe bead, the radioactivity bound to the bead was counted to determme the , reactivrty 
betv^en the anybodies (whether or not the sandwich of insolubilized antibody - human IL- 10- labeled 

an *^ZXt sandwich was formed between antibodies ANOC 201. 206 and 207, indicating that 
1 «; thP<?e antibodies recoqnize the substantially the same site of IL - 1 0. 

K ^inZce w2 found in the reaction between all the other antibodies tested (except ,n the reaction 

the antibody with itself). 

(10) Inhibition of binding of IL-1/S to IL-1 receptor on fibroblast (Test A) 

20 RALB/c3T3 fibroblasts (ATCC CCL-163) almost uniformly grown over a 6 -well plate (1 x 10 6 
JSS were ££?»'C for 4 hours wJh 6500 cpm/wel. of , - l- «jd 

protein in specific activity, prepared by the method of Bolton and Hunter (BiochenvJ., 1M, 529 (1 j^jjj 
with an antibody of the invention (anti-IL-1* monoclonal antibody) • P™a£»d LfL 3 ^ ^J^J 
suoolemented with 10% FCS. Subsequently, 50 ul of rat serum and 250 ul of 20% PEG were reacted w. n 
tiTSo rJZe at 4'C for 20 minutes. The plate was then centrifuged (12000 r.p.m 15 minutes) to 
r^nTsedS (bound product) and a supernatant (unbound product) separated therefrom. The bound 

te ^Z^^:rZ^^ .L-1* -m binding to the IL-receptor on the 
30 fibroblast was calculated from the following equation. 

Inhibition activity (%) * |-^-§ x 100 



25 



35 



wherein 
A: 
B: 

C: 



radioactivity of control without the antibody of invention 
radioactivity nonspecifically adsorbed by the plate 
Radioactivity due to the use of the present antibody 
40 In this test, the value A was 3895 cpm/well, and the value C was 301 cpm. 
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Table 3 shows the results achieved by antibodies of the invention, i.e. ANOC 203 and 205. 



Table 3 



30 



5 


Concn. of antibody 

(no /ml \ 


tnhihition activity 




ANOC203 


ANOC205 




0 


100 


100 


10 


6.3 


24 


98 




12.5 


16 


105 


J5 


25 


7 


95 




50 


8 


103 




100 


2 


99 



20 

Tat* 3 sho» S M ANOC 203 «. the invention inhibits l-M ^-M^Zx 

25 different from the IL - 1 receptor binding site. 

(11) Inhibition of binding to IL - 1 receptor on fibroblast (Test B) 

and the activity (%) of the present antibody to inhibit IL-1/3 from ending 
fibroblast was calculated. 

in this test, the value A was 8278 cpm/well, and the value C was 410 cpm. 
35 Table 4 shows the results achieved by antibodies of the invention, i.e. ANOC 203 and 205. 



Table 4 
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Antibody concn. IL-18 concn. 
(ug/ml) ("q/ ml ? 



inhibition activity 



0 
0 
10 
100 



0 
10 
10 
10 



ANOC203 
100 
13.2 
24.4 
58.6 



ANOC205 
100 
13.2 
14.8 
15.0 



Table 4 reveals the following. .L-1* inhibits -l-.abe.ed IL-1. from binding to the .L-1 receptor 
to exhibit recovered binding inhibitory activity. 
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Example 2 

Preparation of antibody to human IL- 1« 

Subclass : IgG 2a 

Antibody production level : 75 vg/ml 

: RIA X3200 
EIA X2000 
: No cross reactivity on IL-2, 



Potency 

Cross reactivity 



20 



25 



30 



Binding constant (kd) 
Neutralizing activity 



IL-16, GM-CSF and TNF 
3.6 X 1<T 8 M/L 
Active 



Name 



Number 



35 



40 



45 



deposition names and numbers, respectively. 

(1) Hybrid cell line 
producing ANOC203 

(2) Hybrid cell line 
producing ANOC205 

(3) Hybrid cell line 
producing ANOC206 

(4) Hybrid cell line 
producing ANOC301 



KOCO203 FERM BP- 1551 

KOCO205 FERM BP- 1552 

KOCO206 FERM BP- 1553 
KOC0301 FERM BP- 1554 



50 



55 



reactivity with human inlerleukin - 1o or human interteukin t«. 
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3. An antibody as defined in claim 1 which has specific reactivity with human interleukin -1*. 

4. An antibody as defined in claim 1 which possesses an activity to neutralize the biological activity of 
human interleukin - 1 . 

5 5. An antibody as defined in claim 1 which has a recognition site in the sequence of amino acid Nos.121 
to 140 of human interleukin - 10. 

6. An antibody as defined in claim 1 which has a recognition site in the sequence of amino acid Nos.24 to 
70 82 of human interleukin - 1 0. 

7. An antibody as defined in claim 1 which has a recognition site in the sequence of amino acid Nos.83 to 
102 of human interleukin -1/3. 

I5 8. An antibody as defined in claim 1 which has a recognition site in the sequence of amino acid Nos.145 
to 1 48 of human interleukin - 1 0. 
9. An antibody as defined in claim 1 which is produced by the hybrid cel. line PERM BP-1551. 
20 10. An antibody as defined in claim 1 which is produced by the hybrid cel. line PERM BP-1552. 

11. An antibody as defined in claim 1 which is produced by the hybrid cell line PERM BP-1553. 

12. An antibody as defined in claim 1 which is produced by the hybrid ce.l line PERM BP-1554. 

" 13 The use of an antibody according to claims 1 to 12 for the preparation of a drug which is usefu. for 
' treating a disease producing an abnormally large quantity of IL-1. 

Claims for the following Contracting State : ES 

2 The process according to claim 1. characterized in that the monoclonal antibody possesses an act,v,ty 
to neutralize the biological activity of human interleukin - 1 . 
40 3. The process according to claim 1. characterized in that the antibody has a recognition site in the 
sequence of amino acid Nos. 121 to 140 of humun interleukin -10. 
4 The process according to claim 1. characterized in that the antibody has a recognition site in the 
sequence of amino acid Nos. 24 to 82 of human interleuk.n - 1 /i . 
" 5 The process according to claim 1, characterized in that the antibody has a recognition site in the 
sequence of amino acid Nos. 83 to 102 of human interleukin - 10. 
6 The process according to claim 1. characterized in that the antibody has a recognition site in the 
50 sequence of amino acid Nos. 145 to 148 of human interleukin - 1*. 

7. The process according to claim 1. characterized in that the antibody is produced by the hybrid cel. line 
FERM BP-1551. 

55 a The process according to claim 1. characterized in that the antibody is produced by the hybrid cel. line 
FERM BP-1552. 
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9. The process according to claim 1, characterized in that the antibody is produced by the hybrid cell line 
FERMBP-1553. 

10. The process according to claim 1, characterized in that the antibody is produced by the hybrid cell line 
5 FERMBP-1554. 

PatentansprUche 

PatentansprUche fiir folgende Vertragsstaaten : CH, DE, FR, GB, IT, LI, NL, SE 

70 1. Monoklonaler Antikorper gegen Human - Interleukin - 1 , dadurch gekennzeichnet, daB der Antikorper 
eine spezifische Reaktionsfahigkeit mit Human - Interleukin - 1a Oder Human - Interleukin - 1 /3 aufweist. 

2. Antik6rper nach Anspruch 1, der eine spezifische Reaktionsfahigkeit mit Human -Interleukin -1a 
aufweist. 

75 

3. Antikorper nach Anspruch 1, der eine spezifische Reaktionsfahigkeit mit Human - Interleukin - 1 £ 
aufweist. 

4. Antikorper nach Anspruch 1, der eine Aktivitat aufweist, die biologische Aktivitat von Human - 
20 Interleukin - 1 zu neutralisieren. 

5. Antikorper nach Anspruch 1, der eine Erkennungsstelle in der Sequenz der Aminosaure Nr. 121 bis 
1 40 von Human - Interleukin -1/3 hat. 

25 6. Antikorper nach Anspruch 1, der eine Erkennungsstelle in der Sequenz der AminosSure Nr. 24 bis 82 
von Human - Interleukin - 1 0 hat. 

7. Antikorper nach Anspruch 1, der eine Erkennungsstelle in der Sequenz der Aminosaure Nr. 83 bis 102 
von Human - Interleukin -1/3 hat. 

30 

8. Antikorper nach Anspruch 1, der eine Erkennungsstelle in der Sequenz der Aminosaure Nr. 145 bis 
1 48 von Human - Interleukin - 1 /S hat. 

9. Antikorper nach Anspruch 1, der durch die Hybrid -Zellinie FERM BP -1551 produziert wird. 

35 

10. Antikorper nach Anspruch 1, der durch die Hybrid -Zellinie FERM BP -1552 produziert wird. 

11. Antik5rper nach Anspruch 1, der durch die Hybrid - Zellinie FERM BP -1553 produziert wird. 

40 12. Antikorper nach Anspruch 1 , der durch die Hybrid - Zellinie FERM BP - 1554 produziert wird. 

13. Verwendung eines Antikorpers nach den Anspruchen 1 bis 12 zur Herstellung eines Arzneimittels, das 
zur Behandlung einer Krankheit verwendbar ist, die eine abnormal groBe Menge an IL - 1 produziert. 

45 PatentansprUche fur folgenden Vertragsstaat : ES 

1. Verfahren zur Herstellung eines monoklonalen Antikorpers mit spezifischer Reaktionsfahigkeit mit 
Human -Interleukin -1a Oder Human -Interleukin -1/3. gekennzeichnet durch Immunisierung eines 
Saugers mit Human -Interleukin -1a oder Human -Interleukin -1/8, das als ein Immunisierungsantigen 

so dient, Verschmelzen der Immunzellen mit Plasmacytomzellen eines SSugers, um Hybridomzellen zu 
erhalten, Klonieren der Zellen, Selektieren eines Klones, der den gewUnschten Antikorper produziert, 
der Human -Interleukin -1a oder Human - Interleukin - 1 /S erkennt, und Inkubieren des Klones. 

2. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der monoklonale Antikorper eine Aktivitat 
55 besitzt, die biologische Aktivitat von Human - Interleukin - 1 zu neutralisieren. 

3. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper eine Erkennungsstelle in der 
Sequenz der Aminosaure Nr. 121 bis 140 von Human - Interleukin - 1 hat. 
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4. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper eine Erkennungsstelle der 
Sequenz der Aminosaure Nr. 24 bis 82 von Human - Interleukin - 1/S hat. 

5. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper eine Erkennungsstelle in der 
5 Sequenz der Aminosaure Nr. 83 bis 102 von Human - Interleukin - 1 0 hat. 

6. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper eine Erkennungsstelle in der 
Sequenz Aminosaure Nr. 145 bis 148 von Human - Interleukin - 1 0 hat. 

70 7. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper durch die Hybridzellinie 
FERM BP- 1551 produziert wird. 

8. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper durch Hybridzellinie FERM 
BP - 1552 produziert wird. 

75 

9. Verfahren nach Anspruch 1, dadurch gekennzeichnet, dafi der Antikorper durch die Hybridzellinie 
FERM BP - 1553 produziert wird. 

10. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB der Antikorper durch die Hybridzellinie 
20 FERM BP - 1 554 produziert wird. 

Revendications 

Revendications pour les Etats contractants suivants : CH, DE, FR, GB, IT, LI, NL, SE 

25 1. Anticorps monoclonal dirig£ contre I'interleukine - 1 humaine, caracteris£ en ce que I'anticorps a une 
r6activit6 sp£cifique avec I'interleukine- 1a humaine ou I'interleukine - 1 0 humaine. 

2. Anticorps suivant la revendication 1, qui a une r£activit6 specif ique avec I'interleukine- 1a humaine. 

30 3. Anticorps suivant la revendication 1 , qui a une rSactivite spScifique avec I'interleukine - 1 £ humaine. 

4. Anticorps suivant la revendication 1, qui possede une activite pour neutraliser I'activit6 biologique de 
I'interleukine - 1 humaine. 

35 5. Anticorps suivant la revendication 1, qui a un site de reconnaissance dans la sequence des acides 
amines No 121 a 140 de I'interleukine - 1 0 humaine. 

6. Anticorps suivant la revendication 1, qui a un site de reconnaissance dans la sequence des acides 
amines No 24 & 82 de I'interleukine - 1/9 humaine. 

40 

7. Anticorps suivant la revendication 1, qui a un site de reconnaissance dans la sequence des acides 
amines No 83 a 102 de I'interleukine - 1 0 humaine. 

8. Anticorps suivant la revendication 1, qui a un site de reconnaissance dans la sequence des acides 
45 amines No 145 a 148 de I'interleukine - 1)8 humaine. 

9. Anticorps suivant la revendication 1, qui est produit par la lign§e cellulaire humaine FERM BP - 1551 . 

10. Anticorps suivant la revendication 1, qui est produit par la lignee cellulaire humaine FERM BP -1552. 

50 

11. Anticorps suivant la revendication 1, qui est produit par la Iign6e cellulaire humaine FERM BP -1553. 

12. Anticorps suivant la revendication 1, qui est produit par la lignee cellulaire humaine FERM BP -1554. 

55 13. Utilisation d'un anticorps suivant les revendications 1 & 12 pour la preparation d'un medicament qui est 
utile pour traiter une maladie produisant une quantite anormalement 6lev6e de IL-1. 
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Revendications pour I'Etat contractant sulvant : ES 

1. Proc6d§ pour preparer un anticorps monoclonal ayant une nSactivite sp£cifique avec I'interleukine -1a 
humaine ou I'interleukine - 1 & humaine, caracteris6 par I'immunisation d'un mammifere avec 
5 I'interleukine -1a humaine ou I'interleukine - 1 /S humaine servant d'antigene immunisant, la fusion des 
cellules immunes avec des cellules de plasmocytome d'un mammifere pour obtenir des cellules 
d'hybridome, le clonage des cellules, la selection d'un clone qui produit I'anticorps ddsir6 reconnais- 
sant I'interleukine -1a humaine ou I'interleukine -10 humaine, et I'incubation du clone. 

70 2. Procdd6 suivant la revendication 1 , caract£rise en ce que I'anticorps monoclonal possede une activity 
pour neutraliser I'activite biologique de Pinterleukine - 1 humaine. 

3. Proc£d£ suivant la revendication 1 , caract6ris£ en ce que I'anticorps a un site de reconnaissance dans 
la sequence des acides amines No 121 & 140 de I'interleukine -1/8 humaine. 

75 

4. Proc£d£ suivant la revendication 1 , caracterise en ce que I'anticorps a un site de reconnaissance dans 
la sequence des acides amines No 24 a 82 de I'interleukine - 1 0 humaine. 

5. Proced6 suivant la revendication 1 , caracterise en ce que I'anticorps a un site de reconnaissance dans 
20 la sequence des acides amines No 83 & 102 de I'interleukine - 1 0 humaine. 

6. Proc6d£ suivant la revendication 1 , caracteris§ en ce que I'anticorps a un site de reconnaissance dans 
la sequence des acides amines No 145 a 148 de I'interleukine -1/3 humaine. 

25 7. Proc6d§ suivant la revendication 1, caracterise en ce que I'anticorps est produit par la lign£e cellulaire 
humaine FERM BP -1551. 

8. Proc6d§ suivant la revendication 1 , caracterise en ce que I'anticorps est produit par la lign£e cellulaire 
humaine FERM BP -1552. 

30 

9. Procede suivant la revendication 1 , caracterise en ce que I'anticorps est produit par la Iign6e cellulaire 
humaine FERM BP -1553. 

10. Proc6d§ suivant la revendication 1, caracterise en ce que I'anticorps est produit par la lignee cellulaire 
35 humaine FERM BP - 1 554. 
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